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ABSTRACT
Introduction: The pathogenesis of circumscribed 
palmar hypokeratosis (CPH) is still controversial, 
and to date there is no treatment of choice. 
Methods: We report on a patient with CPH 
responding to treatment with fluorouracil 
cream. Results: The clinical course and 
histopathological features in our observation 
point towards the possibility of an underlying 
squamous cell carcinoma in situ presenting as 
CPH. Conclusion: We suggest that fluorouracil 
cream treatment should be considered as a 
therapeutic option in cases of CPH.
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INTRODUCTION
The pathogenesis of circumscribed palmar 
hypokeratosis (CPH) is still controversial, 
with several different hypotheses having been 
considered so far. Similarly, various therapies 
have been applied, and none have been 
established as a treatment of choice. In this 
paper, we report on a multifocal case of CPH 
responding to treatment with fluorouracil 
cream.
REPORT
A 67-year-old female presented with a 
10-year history of a nonhealing circular 
erythematous depressed lesion on her right 
index finger measuring 12 mm in diameter. 
The lesion gradually healed after 9 months 
treatment with fluorouracil cream, applied 
1-2 times daily with intermittent occlusion. 
There was no recurrence, with a follow-up 
of 4.5 years. She subsequently developed 
three similar lesions, two of which were on 
her left thenar eminence and one on her 
left distal medial middle finger, measuring 
5, 3, and 4 mm in diameter, respectively. There 
was no preceding trauma. The lesions on the 
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thenar responded to intermittently-applied 
fluorouracil cream within 18 months, but 
recurred 3 months after cessation of treatment 
(Figure 1). The lesion on the left middle finger 
did not show a significant improvement.
Histopathology of a biopsy of the left thenar 
obtained from the margin of the lesion (Figure 2)
showed a lateral aspect of normal volar skin 
with orthokeratosis, descending in a frayed 
fashion to an area with mild parakeratosis 
and hypogranulosis. No significant atypia of 
keratocytes was noted; however, the lesional 
part of the epidermis stained fainter, compared 
with the noninvolved epidermis. There was 
a moderate dilatation of capillaries in the 
papillary dermis. Some bacteria (due to their 
dotted and rod-like appearance, probably 
corynebacteria) were seen in the frayed portion 
of the margin. The periodic acid-Schiff (PAS) 
stain did not reveal any fungi. An in-situ 
hybridization test for low- and high-risk 
papillomavirus was negative. 
DISCUSSION
CPH was first described in 2002 in a series 
of 10 patients.1 There was a striking female 
predominance, and the lesions usually presented 
in middle-aged to elder adults as a long-standing 
solitary palmar area of erythematous depressed 
skin. Multiple lesions,2-4 as in the present 
observation and in plantar presentation,1,5,6 
appeared to be the exception. In a few patients, 
repeated trauma was reported to play a role in 
the pathogenesis.3,7 However, most patients, 
including the one in the present study, cannot 
recall this,1,2,8 and there is no explanation as 
to why the majority of lesions do not tend to 
Figure 1. Recurrence of two lesions of circumscribed 
palmar hypokeratosis on the left thenar eminence.
Figure 2. Biopsy from the margin of the left thenar lesion 
(upper lesion in Figure 1). Lateral portion of normal 
skin descending in a frayed fashion to an area of mild 
parakeratosis and hypogranulosis; moderate dilatation of 
superficial capillaries. Note the sharp demarcation with 
different quality of epidermal staining, which is fainter 
within the lesion. In addition, bacteria with dotted and 
rod-like appearance are present in the frayed portion. 
Hematoxylin and eosin stain (H&E) x 100 and x 400. 
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heal spontaneously. Pérez et al.1 considered 
that the disease might result from a clone of 
abnormal keratocytes, but in view of its benign 
behavior, favored an epidermal malformation. 
This theory has been challenged due to its late 
onset in life and occasional enlargement.2 Other 
hypotheses include a variant of epidermolysis 
bullosa,3 a defect in keratinization,5,9 which has 
been supported by the finding of altered keratin 
expression,6 and a hyperproliferative epidermal 
state, along with enhanced corneocyte fragility.4
Case reports detected human papillomavirus 
type 6 and 4,10 a finding which was not present 
in two examined specimens of the original 
series,1 other studies,4,5,11 and in the present 
observation. 
An interesting histopathological finding in 
our patient that has not been commented on 
previously was the presence of rod-like bacteria, 
likely representing corynebacteria. They are 
presumably coincidental. However, in the 
right clinical setting, pitted keratolysis must be 
considered in the differential diagnosis.
In addition, parakeratosis is a feature which 
has been reported in other publications as 
well,3,8,11,12 but has not been present in the 
cases of the original series1 and other reports,5,8
possibly pointing towards different evolutionary 
stages,8 malignant transformation,11 or different 
diseases. Parakeratosis per se is a nonspecific 
finding, but together with the presence of a 
fainter stained epidermis, hypogranulosis, 
and dilated vessels in the papillary dermis, 
might point towards an underlying squamous 
cell carcinoma in situ presenting as CPH. The 
clinical course in the present patient supports 
this hypothesis. In contrast to a previous 
observation,10 most of the lesions responded 
to treatment with fluorouracil cream, with the 
lesions on the left thenar showing recurrence 
later on. Failure of the left middle fingers 
lesion to heal and the long period of treatment 
for the other lesions are possibly due to their 
distal location, with impaired effectiveness of 
fluorouracil cream during activities such as daily 
housework.
To date, no other treatment has been shown 
to be the treatment of choice in CPH. Steroids, 
immunomodulators, retinoids, and hydrocolloid 
dressings have been applied without success.1,4,7,11 
Calcipotriol led to improvement in a number 
of patients,1,9 while it failed to have an effect 
in others.4,8 Further case reports documented 
partial remission by photodynamic therapy,12 
and complete healing with cryotherapy.7 Local 
excision was performed in another case and was 
curative with a follow-up of 6 months.8 One 
patient with bilateral involvement experienced 
spontaneous healing.3 
Although one should be cautious in 
generalizing the outcome of a single case, 
from the present observation we suggest 
that fluorouracil cream treatment should be 
considered as a therapeutic option in cases 
of CPH when the histopathological features 
point toward the possibility of an underlying 
squamous cell carcinoma in situ. 
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